
Offi ci al P r ot o c ol Titl e:  

N C T n u m b e r:  
D o c u m e nt D at e:  

P h as e II Tri al of P e m br oli z u m a b ( M K- 3 4 7 5) i n S u bj e cts wit h 
M et ast ati c C astr ati o n- R esist a nt Pr ost at e C a n c er ( m C R P C) 
( K E Y N O T E- 1 9 9)

2 5- S E P- 2 0 1 8

N C T 0 2 7 8 7 0 0 5



M K -3 4 7 5 P A G E 1 P R O T O C O L N O. 1 9 9 - 0 5
S u p pl e m e nt al S A P    2 5 S E P 2 0 1 8 – A M E N D M E N T # 2

S u p pl e m e nt al St atisti c al A n al ysis Pl a n (s S A P) 

T A B L E O F C O N T E N T S

T a bl e of C o nt e nts .................................................................................................................................. 1

Listi n g of T a bl es ................................................................................................................................... 3

1 I NT R O D U C TI O N ........................................................................................................................ 4

2 S U M M A R Y O F C H A N G E S ........................................................................................................ 4

3 A N A L Y TI C A L A N D M E T H O D O L O GI C A L D E T AI L S........................................................... 4

3. 1 St atisti c al A n al y sis Pl a n S u m m ar y ........................................................................................ 4

3. 2 R es p o nsi bilit y  f or A n alys es/I n- H o us e Bli n di n g .................................................................... 5

3. 3 H y p ot h es es/ Esti m ati o n ........................................................................................................... 6

3. 4 A n al y sis E n d p oi nts ................................................................................................................. 6

3. 4. 1 Eff i c a c y/Im m u n o g e ni cit y / P h ar m a c o ki n eti cs E n d p oi nts................................................. 6

3. 4. 2 S af et y  E n d p oi nts ............................................................................................................. 8

3. 5 A n al y sis P o p ul ati o ns .............................................................................................................. 8

3. 5. 1 Effi c a c y  A n alys is P o p ul ati o ns ........................................................................................ 8

3. 5. 2 S af et y  A n alys is P o p ul ati o ns ........................................................................................... 8

3. 5. 3 Bi o m ar k er Dis c o v er y  P o p ul ati o n.................................................................................... 9

3. 6 St atisti c al M et h o ds ................................................................................................................. 9

3. 6. 1 St atisti c al M et h o ds f or Effi c a c y A n alys es ...................................................................... 9

3. 6. 2 St atisti c al M et h o ds f or S af et y A n al ys es ....................................................................... 1 2

3. 6. 3 St atisti c al M et h o ds f or Bi o m ar k er ................................................................................ 1 2

3. 6. 4 S u m m ari es of B as eli n e C h ar a ct eristi cs, D e m o gr a p hi cs, a n d Ot h er A n al ys es .............. 1 3

3. 7 I nt eri m A n alys es .................................................................................................................. 1 3

3. 8 M ulti pli cit y ........................................................................................................................... 1 3

3. 9 S a m pl e Si z e a n d P o w er C al c ul ati o ns................................ ................................................... 1 3

3. 1 0 S u b gr o u p A n al y s es a n d Eff e ct of B as eli n e F a ct ors .......................................................... 1 4

3. 1 1 C o m pli a n c e ( M e di c ati o n A d h er e n c e) ............................................................................... 1 5

3. 1 2 E xt e nt of E x p os ur e ........................................................................................................... 1 5

3. 1 3 St atisti c al c o nsi d er ati o ns f or P ati e nt - R e p ort e d O ut c o m es ( P R O).................................... 1 5

3. 1 3. 1 A n al y sis P o p ul ati o ns ..................................................................................................... 1 6

3. 1 3. 2 St atisti c al M et h o ds ........................................................................................................ 1 6

3. 1 3. 3 C o m pli a n c e S u m m ar y ................................................................................................... 1 7

4 R E F E R E N C E S ........................................................................................................................... 1 8

5 A P P E N DI C E S ............................................................................................................................ 1 9

 

 0 5 2 C T 50 8 4 W B C



M K -3 4 7 5 P A G E 2 P R O T O C O L N O. 1 9 9 - 0 5
S u p pl e m e nt al S A P    2 5 S E P 2 0 1 8 – A M E N D M E N T # 2

5. 1 F A C T -P ( v ersi o n 4) *................................ ............................................................................ 1 9

5. 2 F A C T -P S c ori n g G ui d eli n es ................................................................................................ 2 2

5. 3 F A C T -P S c or e C at e g or y ...................................................................................................... 2 4

 

 0 5 2 C T 50 8 4 W B C



M K -3 4 7 5 P A G E 3 P R O T O C O L N O. 1 9 9 - 0 5
S u p pl e m e nt al S A P    2 5 S E P 2 0 1 8 – A M E N D M E N T # 2

LI S TI N G O F T A B L E S

T a bl e 1 C e ns ori n g R ul es f or D O R ........................................................................................................ 9
T a bl e 2 C e ns ori n g R ul es f or A n al ys es of r P F S .................................................................................. 1 0
T a bl e 3 A n al ys is Str at e g y f or K e y Effi c a c y V ari a bl es....................................................................... 1 0
T a bl e 4 C o nfi d e n c e I nt er v als f or Diff er e nt O bs er v e d R es p o ns e R at es a n d S a m pl e Si z e .................. 1 4
T a bl e 5 P R O D at a C oll e cti o n S c h e d ul e.............................................................................................. 1 6
T a bl e 6 M a p pi n g R el ati v e D a y  t o A n alys is Visit ............................................................................... 1 6

 

 0 5 2 C T 50 8 4 W B C



M K -3 4 7 5 P A G E 4 P R O T O C O L N O. 1 9 9 - 0 5
S u p pl e m e nt al S A P    2 5 S E P 2 0 1 8 – A M E N D M E N T # 2

1 I N T R O D U C TI O N

T his s u p pl e m e nt al S A P (s S A P) is a c o m p a ni o n d o c u m e nt t o t h e pr ot o c ol. I n a d diti o n t o t h e 
i nf or m ati o n pr es e nt e d i n t h e pr ot o c ol S A P w hi c h pr o vi d es t h e pri n ci p al f e at ur es of c o nfir m at or y 
a n al ys es f or t his tri al, t his s u p pl e m e nt al S A P pr o vi d e s a d diti o n al st atisti c al a n al ys is d et ails/ d at a 
d eri v ati o ns a n d d o c u m e nt s m o difi c ati o ns or a d diti o ns t o t h e a n al ys is pl a n t h at ar e n ot “ pri n ci p al ” i n 
n at ur e a n d r es ult fr o m i nf or m ati o n t h at w as n ot a v ail a bl e at t h e ti m e of pr ot o c ol fi n ali z ati o n. T h e 
P R O a n al y sis pl a n will als o b e i n cl u d e d i n t his s S A P.  Th er e will b e a s e p ar at e P K a n al ys is pl a n as 
w ell as bi o m ar k er a n al ys is pl a n.   

2 S U M M A R Y O F C H A N G E S

S e cti o n 3. 6. 1 U p d at e c e ns ori n g r ul e f or r P F S a n d D O R p er c o m p a n y T A st a n d ar d
S e cti o n 3. 1 0 U p d at e s u b gr o u p a n al ys is 

3 A N A L Y TI C A L A N D M E T H O D O L O GI C A L D E T AI L S

3. 1 St atisti c al A n al ysis Pl a n S u m m a r y

K e y  el e m e nts of t h e st atisti c al a n al ys is pl a n ar e s u m m ari z e d b el o w; t h e c o m pr e h e nsi v e pl a n is 
pr o vi d e d i n S e cti o ns 3. 2- 3. 1 3 .  

St u d y D esi g n O v e r vi e w P h as e II Tri al of P e m br oli z u m a b ( M K-3 4 7 5) i n S u bj e cts wit h 
m C R P C (K E Y N O T E -1 9 9 )

T r e at m e nt Assi g n m e nt T his is a n o p e n -l a b el st u d y. All s u bj e cts will r e c ei v e p e m br oli z u m a b 
2 0 0 m g a d mi nist er e d i ntr a v e n o usl y (I V) e v er y 3 w e e k s ( Q 3 W).  

A n al ysis P o p ul ati o ns Effi c a c y: T h e All S u bj e ct s a s Tr e at e d ( A S a T) p o p ul ati o n will s er v e 
as t h e pri m ar y  po p ul ati o n f or t h e a n al ysi s of effi c a c y d at a i n t hi s 
st u d y. T h e A S a T p o p ul ati o n c o nsists of all all o c at e d s u bj e cts w h o  
r e c ei v e d at l e ast o n e d os e of st u d y tr e at m e nt.

-T h e a n al ysis p o p ul ati o n f or O R R c o nsists of all s u bj e cts wit h 
m e as ur a bl e dis e as e at b as eli n e i n A S a T. 

S af et y: All S u bj e cts as Tr e at e d ( A S a T)

P ri m a r y E n d p oi nt(s) C o h orts 1, 2 a n d 4: O bj e cti v e r es p o ns e r at e ( O R R) p er R E CI S T 1. 1 
ass ess e d b y c e ntr al i m a gi n g v e n d or 

S e c o n d a r y E n d p oi nts D ur ati o n of r es p o ns e ( D O R) p er R E CI S T 1. 1 a n d P C W G 3 -m o difi e d
R E CI S T 1. 1 , D is e as e c o ntr ol r at e ( D C R), r a di o gr a p hi c pr o gr e s si o n -
fr e e (rP F S) w h er e pr o gr essi v e dis e as e ( P D) i n b o n e m et ast as es will b e 
d et er mi n e d b y  ra di o n u cli d e b o n e s c a n usi n g P C W G 3 crit eri a a n d P D 
f or all ot h er t u m ors will b e d et er mi n e d usi n g b y  RE CI S T 1. 1 b y 
c e ntr a l i m a gi n g v e n d or , P S A r es p o ns e r at e, ti m e t o P S A pr o gr essi o n, 
o v er all s ur vi v al ( O S)
C o h orts 4 a n d 5 o nl y: d ur ati o n of P S A r es p o ns e, ti m e t o i niti ati o n of
c y t ot o xi c c h e m ot h er a p y, ti m e t o n e w-a nti c a n c er t h er a p y, ti m e t o first
s k el et al -r el at e d e v e nt
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St atisti c al M et h o ds f o r K e y 
Effi c a c y/I m m u n o g e ni cit y/ 
P h a r m a c o ki n eti c A n al ys es

-F or O R R: t h e p oi nt esti m at e a n d 9 5 % CI will b e c al c ul at e d usi n g a n 
e x a ct m et h o d b as e d o n bi n o mi al distri b uti o n ( Cl o p p er-P e ar s o n
m et h o d ) 

St atisti c al M et h o ds f o r K e y 
S af et y A n al ys es

C o u nt s a n d p er c e nt a g e s of  AE s will b e pr o vi d e d. 

I nt e ri m A n al ys es O n e i nt eri m a n al ysis will b e p erf or m e d i n t his st u d y.  Th e i nt eri m 
a n al ysis is s u m m ari z e d b el o w .  D et ails ar e pr o vi d e d i n S e cti o n 3. 7 . 
 I A: 

o Ti m i n g: T o b e p erf or m e d a b o ut 2 7 w e e ks aft er t h e first 
1 0 0 s u bj e ct wit h R E CI S T 1. 1 - m e as ur a bl e dis e as e 
( C o h orts 1 a n d 2) a n d all s u bj e cts i n C o h ort 3 h a v e b e e n 
e nr oll e d . 

o S c o p e of a n al ys es: O R R, D O R a n d s af et y will b e e v al u at e d 

M ulti pli cit y T h er e will b e n o h y p ot h esis t esti n g p erf or m e d i n t his st u d y. F or t h e 
pri m ar y a n d s e c o n d ar y o bj e cti v e s i n t hi s P h a s e II st u d y, n o a dj ust m e nt 
t o c o ntr ol f or T y p e I err or is pl a n n e d. 

S a m pl e Si z e a n d P o w e r T h e pl a n n e d s a m pl e si z e is a p pr o xi m at el y 3 7 0 i n cl u d i n g:
C o h orts 1- 3: s u bj e cts wit h m C R P C pr e vi o usl y tr e at e d wit h d o c et a x el -
b as e d c h e m ot h er a p y; C o h ort 1 i n cl u d es s u bj e cts w it h P D-L 1  p ositi v e,
R E CI S T 1. 1 -m e as ur a bl e dis e as e a n d C o h ort 2 i n cl u d es s u bj e cts wit h
P D -L 1 n e g ati v e, R E CI S T 1. 1 -m e as ur a bl e dis e as e ( n≈ 2 0 0 i n C o h orts
1 a n d 2 c o m bi n e d); C o h ort 3 i n cl u d es s u bj e cts w it h b o n e-m et ast as es,
R E CI S T 1. 1 n o n -m e as ur a bl e ( n ≈ 5 0)
C o h orts 4 a n d 5: s u bj e cts w h o ar e o n pr e -c h e m ot h er a p y e n z al ut a mi d e
tr e at m e nt a n d f aili n g or s h o wi n g si g ns of f aili n g e n z al ut a mi d e
tr e at m ent
C o h ort 4: s u bj e cts wit h R E CI SI T 1. 1 -m e as ur a bl e dis e as e ( n ≈ 8 0)
C o h ort 5: s u bj e cts b o n e m et ast as es o nl y or b o n e -pr e d o mi n a nt dis e as e
( n≈ 4 0)

3. 2 R es p o nsi bilit y f o r A n al ys es/I n- H o us e Bli n di n g

T h e st atisti c al a n al ys is of t h e d at a o bt ai n e d fr o m t his st u d y will b e t h e r es p o nsi bilit y of t h e Cli ni c al 
Bi ost atisti cs d e p art m e nt of t h e S P O N S O R.

T his is a n o p e n -l a b el tri al; t h er ef or e, t h e S p o ns or, i n v esti g at ors, a n d s u bj e cts will k n o w t h e tr e at m e nt 
a d mi nist er e d.

Ass o ci ati o n b et w e e n bi o m ar k er st at us a n d cli ni c al r es p o ns e/r esist a n c e will b e e x pl or e d. T h e 
s u bj e cts -l e v el bi o m ar k er r es ults will b e m as k e d i n t h e d at a b as e t o t h e st u d y te a m, i n cl u di n g cli ni c al, 
st atisti c al, st atisti c al pr o gr a m mi n g, a n d d at a m a n a g e m e nt p ers o n n el t hr o u g h o ut t h e st u d y peri o d 
u ntil d at a b as e l o c k f or t h e pri m ar y  st u d y re p ort. A c c ess t o t h e bi o m ar k er s u bj e ct-l e v el r es ults will b e 
li mit e d t o a n u n bli n d e d S p o ns or cli ni c al s ci e ntist, u n bli n d e d S p o ns or d at a m a n a g e m e nt p ers o n n el, 
u n bli n d e d S p o ns or st atisti ci a n, a n d u n bli n d e d S p o ns or st atisti c al pr o g r a m m er w h o will b e 
r es p o nsi bl e f or bi o m ar k er d at a r e vi e w a n d a n al y si s. A n al ys es r el at e d t o bi o m ar k er s c or es will b e 
c o n d u ct e d b y  a sp o ns or u n bli n d e d st atisti ci a n. U n bli n d e d a n al y s e s r el at e d t o bi o m ar k er s c or es will 
b e li mit e d t o bi o m ar k er s c or e vs. o ut c o m e at t h e i nt eri m a n al y sis a n d c o n d u ct e d b y  a sp o ns or 
u n bli n d e d bi o m ar k er st atisti ci a n.
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3. 3 H y p ot h es es/ Esti m ati o n

T his tri al is b ei n g c o n d u ct e d as a n o p e n -l a b el st u d y.  Th er e is n o r a n d o mi z ati o n i n t h e st u d y. 
O bj e cti v es a n d ass o ci at e d esti m ati o ns of t h e st u d y  are st at e d i n Pr ot o c ol S e cti o n 3 .

3. 4 A n al ysis E n d p oi nts

3. 4. 1 Effi c a c y/I m m u n o g e ni cit y/ P h a r m a c o ki n eti cs E n d p oi nts

P ri m a r y

 O bj e cti v e R es p o ns e R at e ( O R R) – p e r R E CI S T 1. 1 ass ess e d b y c e nt r al i m a gi n g v e n d o r

P r o p orti o n of s u bj e cts i n t h e a n al ys is p o p ul ati o n w h o h a v e c o m pl et e r es p o ns e ( C R) or p arti al
r es p o ns e ( P R) w h er e r es p o ns es ar e d et er mi n e d b y R E CI S T 1 . 1 ass ess e d by c e ntr al i m a gi n g v e n d or .

S e c o n d a r y

 D u r ati o n of R es p o ns e ( D O R) – p e r R E CI S T 1. 1 ass ess e d b y c e nt r al i m a gi n g v e n d o r

F or s u bj e cts w h o d e m o nstr at e d C R or P R, D O R is d efi n e d a s t h e ti m e fr o m first d o c u m e nt e d 
e vi d e n c e of C R or P R u ntil pr o gr essi v e dis e as e ( P D) ass ess e d b y  ce ntr al i m a gi n g usi n g R E CI S T 1. 1 
or d e at h d u e t o a n y c a us e, w hi c h e v er o c c urs first.
 D u r ati o n of R es p o ns e ( D O R) – p e r P C W G 3 -m o difi e d R E CI S T 1. 1 ass ess e d b y c e nt r al 
i m a gi n g v e n d o r

F or s u bj e cts w h o d e m o nstr at e d C R or P R, D O R is d efi n e d a s t h e ti m e fr o m first d o c u m e nt e d
e vi d e n c e of C R or P R u ntil pr o gr essi v e dis e as e ( P D) ass es s e d b y  ce ntr al i m a gi n g w h er e P D will b e 
d et er mi n e d b y  ra di o n u cli d e b o n e s c a n u si n g R E CI S T 1. 1/ P C W G 3 crit eri a a n d P D f or all ot h er 
t u m ors will b e d et er mi n e d usi n g R E CIS T 1. 1 or d e at h d u e t o a n y c a us e, w hi c h e v er o c c urs first.
 Dis e as e C o nt r ol R at e ( D C R) – p e r P C W G 3 -m o difi e d R E CI S T 1. 1 ass ess e d b y c e nt r al 
i m a gi n g v e n d o r

P r o p orti o n of s u bj e cts i n t h e a n alys is p o p ul ati o n w h o h a v e C R or P R or st a bl e dis e as e ( S D) or N o n -
C R/ N o n -P D f or at l e ast 6 m o nt hs, b y c e ntr al i m a gi n g v e n d or w h er e P D i n b o n e -o nl y  t u m ors will b e 
d et er mi n e d b y r a di o n u cli d e b o n e s c a n usi n g P C W G 3 crit eri a a n d P D f or all ot h er t u m ors will b e 
d et er mi n e d usi n g R E CI S T 1. 1 .
 P S A R es p o ns e R at e

Pr o p orti o n of s u bj e cts i n t h e a n al y sis p o p ul ati o n w h o h a v e P S A r es p o ns e d efi n e d as at l e ast 5 0 % 
(≥ 5 0 %) d e cli n e fr o m b as eli n e m e as ur e d t wi c e at l e ast 3 w e e ks a p art , i. e. t h e n u m b er of s u bj e ct s wit h 
P S A r es p o ns e di vi d e d b y t h e t ot al n u m b er of s u bj e cts wit h P S A m e as ur e m e nt at b as eli n e . R e s p o ns e
m ust b e c o nfir m e d b y a s e c o n d P S A v al u e 3 or m or e w e e ks l at er. 
 Ti m e t o P S A P r o g r essi o n

Ti m e t o P S A pr o gr essi o n is d efi n e d as t h e ti m e fr o m first d a y  of st u d y tr e at m e nt t o t h e d at e of P S A 
pr o gr essi o n.  Su bj e cts wit h o ut P S A pr o gr essi o n will b e c e ns or e d at t h e l a st P S A ass ess m e nt d at e.  
F or s u bj e cts w h o h a v e a d e cli n e i n P S A, t h e P S A pr o gr essi o n d at e is d efi n e d as t h e d at e t h at a n 
i n cr e as e of 2 5 % or m or e a n d a n a bs ol ut e i n cr e as e of 2 n g/ m L or m or e fr o m t h e n a dir is d o c u m e nt e d.
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F or s u bj e cts w h o h a v e n o d e cli n e i n P S A, t h e P S A pr o gr essi o n d at e is d efi n e d as t h e d at e t h at a n 
i n cr e as e of 2 5 % or m or e a n d a n a bs ol ut e i n cr e as e of 2 n g/ m L or m or e , at l e ast 1 2 w e e ks fr o m t h e 
b as eli n e is d o c u m e nt e d . If t h e P S A v al u e at pr o gr essi o n is l ess t h a n t h e b as eli n e, t h e n P S A 
pr o gr essi o n m ust b e c o nfir m e d b y a s e c o n d v al u e 3 or m or e w e e ks l at er.

. 

 R a di o g r a p hi c p r o g r essi o n -f r e e s u r vi v al ( rP F S) – p e r P C W G 3 -m o difi e d R E CI S T 1. 1
ass ess e d b y c e nt r al i ma gi n g v e n d o r

P r o gr essi o n-fr e e-s ur vi v al (rP F S) is d efi n e d as t h e ti m e fr o m first d a y  of st u d y tr e at m e nt t o t h e 
d o c u m e nt e d d is e as e pr o gr essi o n b y  ce ntr al i m a gi n g v e n d or w h er e P D i n b o n e - o nly t u m ors will b e 
d et er mi n e d b y  ra di o n u cli d e b o n e s c a n usi n g P C W G 3 crit eri a a n d P D f or all ot h er t u m ors will b e 
d et er mi n e d usi n g R E CI S T 1. 1 or d e at h d u e t o a n y c a us e, w hi c h e v er o c c urs first.

 O v e r all S u r vi v al ( O S)

O v er all s ur vi v al ( O S) is d efi n e d as t h e ti m e fr o m first d a y of st u d y tr e at m e nt t o t h e ti m e of d e at h.

 D u r ati o n of P S A r es p o ns e ( C o h o rts 4 a n d 5 o nl y)

D ur ati o n of P S A r es p o ns e is d efi n e d as t h e ti m e fr o m P S A r es p o ns e, w h e n t h e P S A v al u e first 
d e cli n es b y  at l e ast 5 0 % of t h e b as eli n e ( m ust b e c o nfir m e d b y  a se c o n d v al u e), t o t h e d at e o f P S A 
pr o gr essi o n at w hi c h t h er e is a n i n cr e as e of 2 5 % or m or e fr o m t h e n a dir P S A, pr o vi d e d t h e a bs ol ut e 
i n cr e as e fr o m t h e n a dir P S A is at l e ast 2 n g/ m L.  

 Ti m e t o i niti ati o n of c yt ot o xi c c h e m ot h e r a p y ( C o h o rts 4 a n d 5 o nl y)

Ti m e t o i niti ati o n of c y t ot o xi c ch e m ot h er a p y is d efi n e d as t h e ti m e fr o m first d a y  of st u d y tr e at m e nt 
t o t h e ti m e of i niti ati o n of c yt ot o xi c c h e m ot h er a p y f or pr ost at e c a n c er. 

 Ti m e t o n e w - a nti c a n c e r t h e r a p y ( C o h o rts 4 a n d 5 o nl y) 

Ti m e t o n e w -a nti c a n c er t h er a p y is d efi n e d as t h e ti m e fr o m first d a y of st u d y tr e at m e nt t o t h e ti m e of 
n e w -a nti c a n c er t h er a p y  f or pr ost at e c a n c er

 Ti m e t o fi rst s k el et al -r el at e d e v e nt ( C o h o rts 4 a n d 5 o nl y) 

Ti m e t o i niti ati o n of first s k el et al -r el at e d e v e nt is d efi n e d as t h e ti m e fr o m first d a y  of st u d y 
tr e at m e nt t o t h e first s k el et al -r el at e d e v e nt, w hi c h is d efi n e d as r a di ati o n t h er a py or s ur g er y to b o n e, 
p at h ol o gi c b o n e fr a ct ur e, s pi n al c or d c o m pr essi o n, or c h a n g e or a nti n e o pl asti c t h er a py t o tr e at b o n e 
p ai n .

S e e S e cti o n 3. 6. 1 f or c e ns ori n g r ul es.

E x pl o r at o r y

E x pl or at or y  en d p oi nts of t his st u d y in cl u d e p ati e nt -r e p ort e d o ut c o m es ( P R Os), O R R b y  im m u n e -
r el at e d R E CI S T 1. 1 (ir R E CIS T) a n d D O R, D C R a n d r P F S b y  PC W G 3 - m o difi e d i m m u n e-r el at e d 
R E CI S T (ir R E CI S T) . 
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3. 4. 2 S af et y E n d p oi nts

T h e pri m ar y  saf et y o bj e cti v e of t his tri al i s t o c h ar a ct eri z e t h e s af et y a n d t ol er a bilit y of 
p e m br oli z u m a b i n s u bj e cts wit h m C R P C . T h e pri m ar y  s af ety a n al ys is will b e b as e d o n s u bj e cts w h o 
e x p eri e n c e d t o xi citi es as d efi n e d b y  CT C A E crit eri a. S af et y  will b e ass ess e d b y  qu a ntif y i n g t h e 
t o xi citi es a n d gr a d es e x p eri e n c e d b y  su bj e cts w h o h a v e r e c ei v e d p e m br oli z u m a b, i n cl u di n g s eri o us 
a d v ers e e v e nts ( S A Es) a n d e v e nts of cli ni c al i nt er est ( E CI s).

S af et y  will b e ass ess e d b y r e p ort e d a d v ers e e x p eri e n c es usi n g C T C A E, V ersi o n 4. 0. T h e attri b uti o n 
t o st u d y tr e at m e nt, ti m e- of-o ns et, d ur ati o n of t h e e v e nt, its r es ol uti o n, a n d a n y c o n c o mit a nt 
m e di c ati o ns a d mi nist er e d will b e r e c or d e d. A Es will b e a n al y z e d i n cl u di n g b ut n ot li mit e d t o all 
A Es, S A Es, f at al A Es, a n d l a b or at or y  c h a n g es

3. 5 A n al ysis P o p ul ati o ns

S u bj e ct s will b e e nt er e d i nt o t h e tri al w h e n t h e y ar e assi g n e d a n all o c ati o n n u m b er b y  th e 
I V R S/IW R S.

3. 5. 1 Effi c a c y A n al ysis P o p ul ati o ns

T h e All S u bj e cts as Tr e at e d ( A S a T) p o p ul ati o n will s er v e as t h e pri m ar y  po p ul ati o n f or t h e a n al ys i s 
of effi c a c y  d at a i n t his st u d y.  T h e A S a T p o p ul a ti o n c o nsists of all all o c at e d s u bj e cts w h o r e c ei v e d at 
l e ast o n e d os e of st u dy tr e at m e nt.

T h e a n al ys is of D C R, P S A r es p o ns e r at e, ti m e t o P S A pr o gr essi o n, ti m e t o i niti ati o n of c y t ot o xi c 
c h e m ot h er a p y, ti m e t o n e w-a nti c a n c er t h er a p y, ti m e t o first s k el et al-r el at e d e v e nt, r P F S, a n d O S will 
b e b as e d o n t h e A S a T p o p ul ati o n. 

T h e a n al ys is of O R R will b e b as e d o n all s u bj e cts wit h m e as ur a bl e dis e as e at b as eli n e i n t h e A S a T 
p o p ul ati o n. T h e a n al ys i s of D O R will b e b a s e d o n all r es p o n d ers wit h m e a s ur a bl e dis e as e at b as eli n e 
i n t h e A S a T p o p ul ati o n.

T h e a n al ys is of d ur ati o n of P S A r es p o ns e will b e b as e d o n all P S A r es p o n d ers wit h at l e ast 5 0 % 
d e cli n e fr o m b as eli n e m e as ur e d t wi c e at l e ast 3 w e e ks a p art. 

F or t h e P S A r es p o ns e, th e pri m ar y  an al y sis will c o m pris e all s u bj e cts wit h m e as ur a bl e P S A at 
b as eli n e; t h e s e c o n d ar y a n al ys is will c o m pris e all s u bj e cts wit h el e v at e d P S A at b as eli n e a s a 
s e nsiti vit y a n alys is.

3. 5. 2 S af et y A n al ysis P o p ul ati o ns

T h e All S u bj e cts as Tr e at e d ( A S a T) p o p ul ati o n will b e us e d f or t h e a n al ysis of s af et y d at a i n t his 
st u d y.  Th e A S a T p o p ul ati o n c o nsists of all all o c at e d s u bj e cts w h o r e c ei v e d at l e ast o n e d os e of 
st u d y tr e at m e nt. 

At l e ast o n e l a b or at or y or vit al si g n m e as ur e m e nt o bt ai n e d s u bs e q u e nt t o at l e ast o n e d os e of st u d y 
tr eat m e nt is r e q uir e d f or i n cl u si o n i n t h e a n al ysis of e a c h s p e cifi c p ar a m et er.  T o a s s e s s c h a n g e fr o m 
b as eli n e, a b as eli n e m e as ur e m e nt is als o r e q uir e d.
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3. 5. 3 Bi o m a r k e r Dis c o v e r y P o p ul ati o n

T h e bi o m ar k er dis c o v er y p o p ul ati o n c o nsists of t h e first 1 0 0 s u bj e cts wit h R E CI S T 1. 1 -m e as ur a bl e 
dis e as e i n C o h orts 1 a n d 2 w h o ar e cli ni c all y  ev al u a bl e, w hi c h is d efi n e d as a n y  su bj e cts w h o 
r e c ei v e d at l e ast o n e d os e of st u d y dr u g a n d h a d at l e a st 3 p o st-b as eli n e s c a ns, or dis c o nti n u e d d u e t o 
r a di o gr a p hi c/ cli ni c al pr o gr essi o n or d e at h b ef or e r e a c hi n g w e e k 2 7.

T h e bi o m ar k er dis c o v er y p o p ul ati o n will b e us e d i n t his st u d y for t h e e v al u ati o n of t h e ass o ci ati o n 
b et w e e n bi o m ar k er s c or e a n d cli ni c al effi c a c y  an d s u bs e q u e ntl y to d et er mi n e a bi o m ar k er c ut -p oi nt 
(if a p pli c a bl e a n d n e c e s s ar y ). T h e bi o m ar k er dis c o v er y  po p ul ati o n will b e e x cl u d e d fr o m a n y 
s u bs e q u e nt v ali d ati o n a n al y s es f or a n y bi o m ar k er s el e ct e d p o p ul ati o n, if a p pli c a bl e. T h es e s u bj e cts 
will still b e i n cl u d e d i n t h e g e n er al effi c a c y  an al y s e s f or all c o h orts c o m bi n e d a n d b y  ea c h c o h ort 
irr es p e cti v e of bi o m ar k er st at us.

M or e d et ails will b e pr o vi d e d i n a s e p ar at e bi o m ar k er a n al ys is pl a n. 

3. 6 St atisti c al M et h o ds

3. 6. 1 St atisti c al M et h o ds f o r Effi c a c y A n al ys es

F or O R R, D C R a n d P S A r es p o ns e r at e, t h e p oi nt esti m at e a n d 9 5 % c o nfi d e n c e i nt er v al will b e 
pr o vi d e d usi n g t h e e x a ct bi n o mi al m et h o d pr o p os e d b y  Cl o p p er a n d P e ars o n ( 1 9 3 4) [3 ]. S u bj e cts i n 
t h e a n alys is p o p ul ati o n wit h o ut r es p o ns e d at a will b e c o u nt e d as n o n-r es p o n d ers. 

F or r P F S, D O R, ti m e t o P S A pr o gr essi o n, d ur ati o n of P S A res p o ns e, ti m e t o i niti ati o n of c y t ot o xi c 
c h e m ot h er a p y, ti m e t o n e w -a nti c a n c er t h er a py, ti m e t o first s k el et al -r el at e d e v e nt, a n d O S, K a pl a n -
M ei er ( K M) c ur v es a n d m e di a n esti m at es fr o m t h e K M c ur v es will b e pr o vi d e d as a p pr o pri at e.
C e ns ori n g r ul es f or D O R ar e s u m m ari z e d i n T a bl e 1 . 

T a bl e 1 C e ns ori n g R ul es f or D O R

Sit u ati o n D at e of Pr o gr essi o n or C e ns ori n g O ut c o m e

N o pr o gr essi o n n or d e at h, n o n e w 
a nti -c a n c er t h er a p y i niti at e d

L ast a d e q u at e dis e as e ass ess m e nt C e ns or

( n o n-e v e nt)

N o pr o gr essi o n n or d e at h, n e w a nti -
c a n c er t h er a p y i niti at e d

L ast a d e q u at e dis e as e ass ess m e nt 
b ef or e n e w a nti -c a n c er t h er a p y 
i niti at e d

C e ns or

( n o n-e v e nt)

D e at h or pr o gr essi o n i m m e di at el y 
aft er ≥ 2 c o ns e c uti v e miss e d dis e as e 
ass ess m e nts or aft er n e w a n ti-c a n c er 
t h er a p y, if a n y

E arli er d at e of l ast a d e q u at e dis e as e 
ass ess m e nt pri or t o ≥ 2 miss e d 
a d e q u at e dis e as e ass ess m e nts a n d 
n e w a nti -c a n c er t h er a p y, if a n y

C e ns or

( n o n-e v e nt)

D e at h or pr o gr essi o n aft er ≤ 1 
miss e d dis e as e ass ess m e nts a n d 
b ef or e n e w a nti -c a n c er t h er a p y, if 
a n y

P D or d e at h E n d of r es p o ns e

( E v e nt)

A miss e d dis e as e ass ess m e nt i n cl u d es a n y ass ess m e nt t h at is n ot o bt ai n e d or i s 
c o nsi d er e d i n a d e q u at e f or e v al u ati o n of r es p o ns e.  
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C e ns ori n g r ul es f or r P F S ar e s u m m ari z e d i n T a bl e 2 . 

T a bl e 2 C e ns ori n g R ul es f or A n al ys es of r P F S

Sit u ati o n R ul e
P D or d e at h d o c u m e nt e d 
aft er ≤ 1 miss e d dis e as e 
ass ess m e nt, a n d b ef or e 
n e w a nti -c a n c er t h er a p y , 
if a n y

Pr o gr ess e d at d at e of 
d o c u m e nt e d P D or 
d e at h

P D or d e at h d o c u m e nt e d 
i m m e di at el y aft er ≥ 2 
c o ns e c uti v e miss e d 
dis e as e ass ess m e nts or 
aft er n e w a nti -c a n c er 
t h er a py, if a n y

C e ns or e d at l ast 
dis e as e ass ess m e nt 
pri or t o t h e e arli er 
d at e of  ≥ 2 
c o ns e c uti v e miss e d 
dis e as e ass ess m e nt 
a n d n e w a nti -c a n c er 
t h er a py, if a n y

N o P D a n d n o d e at h; a n d 
n e w a nti c a n c er tr e at m e nt 
is n ot i niti at e d

C e ns or e d at l ast 
dis e as e ass ess m e nt 

N o P D a n d n o d e at h; n e w 
a nti c a n c er tr e at m e nt i s 
i niti at e d

C e ns or e d at l ast 
dis e as e ass ess m e nt 
b ef or e n e w 
a nti c a n c er tr e at m e nt 

T a bl e 3 s u m m ari z es t h e k e y effi c a c y  a n alys es.

T a bl e 3 A n al ys is Str at e g y f or K e y Effi c a c y V ari a bl es

.

E n d p oi nt/ V a ri a bl e
( D es c ri pti o n, Ti m e P oi nt) St atisti c al M et h o d A n al ysis P o p ul ati o n

Mi s si n g D at a 
A p p r o a c h

O R R p er R E CI S T 1. 1 ass ess e d 
b y c e ntr al i m a gi n g v e n d or

E x a ct m et h o d b as e d 
o n bi n o mi al 
distri b uti o n 
( Cl o p p er-P e ars o n 
m et h o d) 

S u bj e cts wit h m e as ur a bl e 
dis e as e at b as eli n e i n A S a T 
i n all b el o w p o p ul ati o ns 
 C o h orts 1 a n d 2

 C o h ort 1

 C o h ort 2

 C o h ort 4

S u bj e cts wit h 
missi n g d at a ar e 
c o nsi d er e d n o n -
r es p o n d ers
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D O R p er R E C SI T 1. 1 a n d p er 
P C W G 3 -m o difi e d R E CI S T 
1. 1 ass ess e d b y c e ntr al 
i ma gi n g v e n d or

S u m m ar y st atisti cs 
usi n g K a pl a n -M ei er 
m et h o d

R es p o n d ers wit h 
m e as ur a bl e dis e as e at 
b as eli n e i n A S a T i n all 
b el o w  p o p ul ati o ns 
 C o h orts 1 a n d 2

 C o h ort 1 

 C o h ort 2

 C o h ort 4

D et ails ar e pr o vi d e d 
i n a s e p ar at e t a bl e

D C R p er P C W G 3 -m o difi e d 
R E CI S T 1. 1 ass ess e d b y 
c e ntr al i m a gi n g v e n d or

E x a ct m et h o d b as e d 
o n bi n o mi al 
distri b uti o n 
( Cl o p p er-P e ars o n 
m et h o d)

A S a T 
 C o h orts 1 + 2 + 3

 C o h orts 1 + 2

 C o h orts 4 + 5

 E a c h C o h ort

S u bj e cts wit h 
missi n g d at a ar e 
c o nsi d er e d dis e as e 
n ot u n d er c o ntr ol

P S A R es p o ns e R at e § E x a ct m et h o d b as e d 
o n bi n o mi al 
distri b uti o n 
( Cl o p p er-P e ars o n 
m et h o d)

A S a T 
 C o h orts 1 + 2 + 3

 C o h orts 1 + 2

 C o h orts 4 + 5

 E a c h C o h ort

S u bj e cts wit h 
missi n g d at a ar e 
c o nsi d er e d n o n -
r es p o n d ers

Ti m e t o P S A Pr o gr essi o n § S u m m ar y st atisti c 
usi n g K a pl a n -M ei er 
m et h o d

A S a T 
 C o h orts 1 + 2 + 3

 C o h orts 1 + 2

 C o h orts 4 + 5

 E a c h C o h ort

C e ns or e d at l ast 
ass ess m e nt d at e

R a di o gr a p hi c P F S p er 
P C W G 3 -m o difi e d R E CI S T 
1. 1 ass ess e d b y c e ntr al 
i ma gi n g v e n d or

S u m m ar y st atisti cs 
usi n g K a pl a n -M ei er 
m et h o d

A S a T 
 C o h orts 1 + 2 + 3

 C o h orts 1 + 2

 C o h orts 4 + 5

 E a c h C o h ort

C e ns or e d at l ast 
ass ess m e nt d at e

O S S u m m ar y st atisti cs 
usi n g K a pl a n -M ei er 
m et h o d

A S a T 
 C o h orts 1 + 2 + 3

 C o h orts 1 + 2

 C o h orts 4 + 5

 E a c h C o h ort

C e ns or e d at l ast d at e
k n o w n ali v e

D ur ati o n of P S A r es p o ns e S u m m ar y st atisti cs 
usi n g K a pl a n -M ei er 
m et h o d

P S A r es p o n d ers i n 
 C o h ort s 4 a n d 5

 C o h ort 4

 C o h ort 5

C e ns or e d at l ast 
ass ess m e nt d at e if 
n o n e w a nti -c a n c er 
t h er a p y i niti at e d or 
last a d e q u at e 
dis e as e ass ess m e nt 
b ef or e n e w a nti -
c a n c er t h er a p y 
i niti at e d
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Ti m e t o i niti ati o n of c yt ot o xi c 
c h e m ot h er a p y 

S u m m ar y st atisti cs 
usi n g K a pl a n -M ei er 
m et h o d

A S a T i n 
 C o h ort s 4 a n d 5

 C o h ort 4

 C o h ort 5

C e ns or e d at l ast d at e 
k n o w n ali v e

Ti m e t o n e w -a nti c a n c er t h er a p y S u m m ar y st atisti cs 
usi n g K a pl a n -M ei er 
m et h o d

A S a T i n 
 C o h ort s 4 a n d 5

 C o h ort 4

 C o h ort 5

C e ns or e d at l ast d at e 
k n o w n ali v e

Ti m e t o first s k el et al -r el at e d 
e v e nt 

S u m m ar y st atisti cs 
usi n g K a pl a n -M ei er 
m et h o d

A S a T i n 
 C o h ort s 4 a n d 5

 C o h ort 4

 C o h ort 5

C e ns or e d at l ast d at e 
k n o w n ali v e

§: s u bj e cts wit h o ut P S A at b as eli n e will b e e x cl u d e d.

3. 6. 2 St atisti c al M et h o ds f o r S af et y A n al ys es

S af et y  will b e s u m m ari z e d f or t h e o v er all s af et y p o p ul ati o n f or C o h orts 1, 2, a n d 3 i n t h e p ost -
c h e m ot h er a p y p o p ul ati o n a n d o v er all s af et y f or C o h orts 4 a n d 5 i n t h e pr e-c h e m ot h er a p y p o p ul ati o n. 
If t h er e is n o diff er e n c e a m o n g i n di vi d u al p ati e nt p o p ul ati o ns, a n o v er all a n al ysis will b e p erf or m e d.
S af et y  an d t ol er a bilit y will b e ass ess e d b y  cli ni c al r e vi e w of all r el e v a nt p ar a m et ers i n cl u di n g 
a d v ers e e x p eri e n c es ( A Es), l a b or at or y tests, a n d vit al si g ns. C o u nt s a n d p er c e nt a g e s of A E will b e 
pr o vi d e d. 
S u m m ar y  st atisti cs ( c o u nts, p er c e nt a g e s, m e a n s, st a n d ar d d e vi ati o n s, et c.) will b e pr o vi d e d f or t h e 
s af et y e n d p oi nts as a p pr o pri at e. T h e s u m m ar y  st ati sti c s of c o u nt a n d p er c e nt a g e will b e pr o vi d e d f or 
t h e i n ci d e n c e r at e of a n y A E, a n y  seri o us A E, a n y  Gr a d e 3- 5 A E, a n y dr u g -r el at e d A E, a n y s eri o us 
a n d dr u g -r el at e d A E, a n y  Gr a d e 3- 5 a n d dr u g -r el at e d A E, d os e i nt err u pt e d d u e t o A E, 
dis c o nti n u ati o n d u e t o A E, a n y  i m m u n e-r el at e d A E (ir A E), d e at h a n d s p e cifi c A Es of i nt er est.
T h e s u m m ar y st atisti cs of m e a n a n d st a n d ar d d e vi ati o n will b e pr o vi d e d f or c h a n g e fr o m B as eli n e 
R es ults ( L a bs a n d Vit al Si g ns) wit hi n e a c h tr e at m e nt c y cl e. T h e s u m m ar y st atisti cs of c o u nt a n d 
p er c e nt a g e will b e pr o vi d e d f or l a b or at or y  w ors e ni n g fr o m B as eli n e i n t er ms of C T C A E gr a d es.

3. 6. 3 St atisti c al M et h o ds f o r Bi o m a r k e r 

T h e e v al u ati o n of a g e n er al p ositi v e ass o ci ati o n b et w e e n bi o m ar k er s c or e a n d O R R/ D C R will b e 
i n v esti g at e d vi a st a n d ar d l o gisti c r e gr essi o n as w ell as g e n er ali z e d a d diti v e m o d els. T h e pr ofil es of 
P P V ( p ositi v e pr e di cti v e v al u e), N P V ( n e g ati v e pr e di cti v e v al u e), a n d t h e p er c e nt a g e of s u bj e cts 
a b o v e a gi v e n c ut -off, al o n g wit h i nter v als q u a ntif y i n g t h e u n c ert ai nt y i n t h os e pr ofil es, will b e 
esti m at e d as a f u n cti o n of p ot e nti al c ut -offs. A bi o m ar k er c ut -off t h at m ai nt ai ns hi g h N P V ( e. g., n e ar 
or a b o v e 9 0 %) w hil e a c hi e vi n g m e a ni n gf ul e nri c h m e nt of r es p o ns e a n d l ar g ely c a pt uri n g s u bj ect s 
s h o wi n g d ur a bl e cli ni c al b e n efit is s o u g ht. R e c ei v er o p er ati n g c h ar a ct eristi c c ur v e a n al ys is will als o 
b e us e d t o u n d erst a n d t h e s e nsiti vit y an d s p e cifi cit y pr ofil e a n d e x a mi n e c ut -offs t h at mi g ht b e 
s u g g est e d b as e d o n t h e R O C c ur v e a n d t h eir a p pr o pri a t e n ess wit h r e g ar d t o P P V a n d N P V.
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3. 6. 4 S u m m a ri es of B as eli n e C h a r a ct e risti cs, D e m o g r a p hi cs, a n d Ot h e r A n al ys es

T h e n u m b er a n d p er c e nt a g e of s u bj e ct s s cr e e n e d, e nr oll e d, t h e pri m ar y  re as o ns f or s cr e e ni n g f ail ur e, 
a n d t h e pri m ar y  re as o n f or dis c o nti n u ati o n will b e di s pl a y e d.  De m o gr a p hi c v ari a bl es, b as eli n e 
c h ar a ct eristi cs, pri m ar y  an d s e c o n d ar y di a g n os es, a n d pri or a n d c o n c o mit a nt t h er a pi es will b e 
s u m m ari z e d eit h er b y d es cri pti v e st atisti cs or c at e g ori c al t a bl es.

3. 7 I nt e ri m A n al ys es

Effi c a c y  an d s af et y dat a will b e m o nit or e d o v er ti m e i n t his si n gl e-ar m, o p e n -l a b el, m ulti -c o h ort 
st u d y.  

O n e i nt eri m a n al ys is will b e c o n d u ct e d i n t h e first 1 0 0 s u bj e cts wit h R E CIS T 1. 1 -m e as ur a bl e dis e as e 
b y  RE CI S T 1. 1 ( C o h ort 1 a n d C o h ort 2) a n d all s u bj e cts i n C o h ort 3 at a b o ut 2 7 w e e ks aft er t h e 
c o m pl eti o n of e nr oll m e nt of all t h es e s u bj e cts. Ot h er a n al ys es at t h e i nt eri m a n al y sis will i n cl u d e 
D O R a n d s af et y .

A bi o m ar k er a n al ys is is pl a n n e d at t h e ti m e of t h e i nt eri m a n al y sis w h er e a s u bs et of s u bj e cts (t h e 
bi o m ar k er di s c o v er y  po p ul ati o n, a b o ut 1 0 0 s u bj e cts fr o m C o h orts 1 a n d 2, s e e S e cti o n 3. 5. 3 f or 
d et ails) will b e us e d t o e x pl or e t h e ass o ci ati o n b et w e e n t h e bi o m ar k er s c or e a n d cli ni c al 
effi c a c y /r esist a n c e a n d als o t o d et er mi n e t h e bi o m ar k er c ut -p oi nt. M or e s u bj e cts m a y  be all o c a t e d t o 
t h e bi o m ar k er dis c o v er y p o p ul ati o n, if n e c ess ar y.

T h e fi n al a n al ys is of O R R i n t h e p o p ul ati o n wit h m e as ur a bl e dis e as e b y  RE CI S T 1. 1 ( C o h ort 1, 
C o h ort 2, a n d C o h ort 4) will b e p erf or m e d aft er all s u bj e cts i n C o h orts 1 t o 5 h a v e b e e n e nr oll e d a n d 
all s u bj e cts h a v e a c c u m ul at e d m at ur e d at a a n d h a d a d e q u at e f oll o w - u p. All ot h er a n al ys es, i n cl u di n g 
s af et y, D O R, D C R, P S A r es p o ns e, ti m e t o P S A pr o gr essi o n, r P F S, a n d O S will b e a n al y z e d at t his 
ti m e. 

3. 8 M ulti pli cit y

T h er e will b e n o h y p ot h esis t esti n g p erf or m e d i n t his st u d y. F or t h e pri m ar y  an d s e c o n d ar y 
o bj e cti v es i n t his P h as e II st u d y, n o a dj ust m e nt t o c o ntr ol f or T y p e I err or is pl a n n e d.

3. 9 S a m pl e Si z e a n d P o w e r C al c ul ati o ns

T h e pri m ar y  obj e cti v e of t his st u d y is t o esti m at e O R R i n C o h orts 1 a n d 2 c o m bi n e d, C o h ort 1, 
C o h ort 2, a n d C o h ort 4. T h e pl a n n e d s a m pl e si z e is a p pr o xi m at el y  37 0 wit h a b o ut 2 0 0 s u bj e cts i n
C o h ort s 1 a n d 2 , 5 0 s u bj e ct s i n C o h ort 3, 8 0 s u bj e ct s i n C o h ort 4, a n d 4 0 s u bj e ct s i n C o h ort 5. Wit h 
a s a m pl e si z e of 2 0 0, 1 0 0, a n d 8 0, t h e c o nfi d e n c e i nt er v als f or a n o bs er v e d r es p o ns e r at e of 1 0 %, 
1 5 %, 2 0 %, 2 5 % a n d 3 0 % ar e list e d b el o w f or 9 5 % c o nfi d e n c e l e v el. I n a d diti o n, a b o ut 5 0 s u bj e cts 
wit h b o n e - pr e d o mi n a nt dis e as e at b as eli n e f or C o h ort 3 will b e e nr oll e d. 
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T a bl e 4 C o nfi d e n c e I nt er v als f or Diff er e nt O bs er v e d R es p o ns e R at es a n d S a m pl e Si z e

S a m pl e Si z e N u m b e r of S u bj e cts 
wit h a r es p o ns e

O bs e r v e d 
R es p o ns e 

R at e

9 5 % CI

9 5 % CI
Wi dt h

2 0 0 2 0 1 0 % ( 6. 2 %, 1 5. 0%) 8. 8 %
2 0 0 3 0 1 5 % ( 1 0. 4 %, 2 0. 7 %) 1 0. 4 %
2 0 0   4 0 2 0 % ( 1 4. 7 %, 2 6. 2 %) 1 1. 5 %
2 0 0        5 0 2 5 % ( 1 9. 2 %, 3 1. 6 %) 1 2. 4 %
2 0 0 6 0 3 0 % ( 2 3. 7 %, 3 6. 9 %) 1 3. 1 %
1 0 0 1 0 1 0 % ( 4. 9 %, 1 7. 6 %) 1 2. 7 %
1 0 0 1 5 1 5 % ( 8. 6 %, 2 3. 5 %) 1 4. 9 %
1 0 0   2 0 2 0 % ( 1 2. 7 %, 2 9. 2 %) 1 6. 5 %
1 0 0        2 5 2 5 % ( 1 6. 9 %, 3 4. 7 %) 1 7. 8 %
1 0 0 3 0 3 0 % ( 2 1. 2 %, 4 0. 0 %) 1 8. 7 %
8 0 8 1 0 % ( 4. 4 %, 1 8. 8 %) 1 4. 3 %
8 0 1 2 1 5 % ( 8. 0 %, 2 4. 7 %) 1 6. 7 %
8 0 1 6 2 0 % ( 1 1. 9 %, 3 0. 4 %) 1 8. 6 %
8 0 2 0 2 5 % ( 1 6. 0 %, 3 5. 9 %) 1 9. 9 %
8 0 2 4 3 0 % ( 2 0. 3 %, 4 1. 3 %) 2 1. 0 %

3. 1 0 S u b g r o u p A n al ys es a n d Eff e ct of B as eli n e F a ct o rs

F or t h e pri m ar y  o bj e cti v e O R R a n d D O R, s u b gr o u p a n alys es t o b e p erf or m e d i n cl u d e b ut m a y  n ot b e 
li mit e d t o f oll o wi n g s u b gr o u ps b as e d o n

 A g e ( < 6 5 y e ars, ≥ 6 5 y e ars)

 R a c e ( W hit e, Ot h er)
 P D -L 1  e x pr essi o n l e v el ( p ositi v e, n e g ati v e),
 G e o gr a p hi c r e gi o n ( N ort h A m eri c a, E U r e gi o n, R est of t h e W orl d)
 E C O G p erf or m a n c e st at us ( 0 - 1, 2) at b as eli n e 
 Vis c er al Dis e as e b as e d o n b ot h t ar g et a n d n o n- t ar g et l esi o ns at s cr e e ni n g ( Y es wit h Li v er, 

Y es wit h o ut li v er , N o )
 N u m b er of pri or c h e m ot h er a p y r e gi m e ns ( 1 , > 1 )
 Pri or t ar g et e d e n d o cri n e t h er a py:  a bir at er o n e o nl y vs. e n z al ut a mi d e o nl y v s. a bir at er o n e pl u s 

e n z al ut a mi d e vs. ot h er
 T ot al Gl e as o n s c or e ( ≤ 7 a n d ≥ 8) at di a g n osis
 B as eli n e P S A v al u e ( at or b el o w m e di a n v ers us a b o v e m e di a n);

C at e g ori es of s u b gr o u p m a y  be s u bj e ct t o c h a n g e a c c or di n g t o a ct u al d at a. C at e g ori es wit h 
f e w t h a n 5 s u bj e cts mi g ht n ot b e c o nsi d er e d or mi g ht b e c o m bi n e d i nt o ot h er c at e g ori es. 
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3. 1 1 C o m pli a n c e ( M e di c ati o n A d h e r e n c e)

Dr u g a c c o u nt a bilit y  dat a f or tri al tr e at m e nt will b e c oll e ct e d d uri n g t h e st u d y. A n y d e vi ati o n fr o m 
pr ot o c ol -dir e ct e d a d mi nistr ati o n will b e r e p ort e d.

3. 1 2 E xt e nt of E x p os u r e

E xt e nt of E x p os ur e f or a s u bj e ct is d efi n e d as n u m b er of c y cl es i n w hi c h t h e s u bj e ct r e c ei v es t h e 
st u d y me di c ati o n i nf usi o n. S u m m ar y  st atisti cs will b e pr o vi d e d o n E xt e nt of E x p os ur e f or A S a T 
p o p ul ati o n.

3. 1 3 St atisti c al c o nsi d e r ati o ns f o r P ati e nt - R e p o rt e d O ut c o m es ( P R O)

T h e p ati e nt -r e p ort e d o ut c o m es ar e e x pl or at or y  obj e cti v es i n t his st u d y an d n o f or m al h y p ot h es es 
w er e f or m ul at e d. T h e o bj e cti v e is t o e v al u at e c h a n g es i n h e alt h -r el at e d q u alit y  of lif e ass ess m e nt 
fr o m b as eli n e usi n g F A C T- P a n d t o c h ar a ct eri z e utiliti es usi n g E ur o Q o L -5 D . 

P R O E n d p oi nts:

 T h e m e a n s c or e c h a n g e fr o m b as eli n e i n F A C T -P t ot al s c or e , Pr ost at e C a n c er S u bs c al e 
( P C S) S c or e,  P C S p ai n-r el at e d s c or e at W e e k 2 7

 T h e m e a n s c or e c h a n g e fr o m b as eli n e i n E Q-5 D V A S s c or e at W e e k 2 7

 T h e n u m b er a n d pr o p orti o ns of d et eri or ati o n/st a bl e/i m pr o v e m e nt fr o m b a s eli n e i n F A C T -P 
s c or e c at e g or y at W e e k 2 7

F or m ulti -it e m s c al e(s), t h e a n al ys is will f o c us o n t h e s u bs c al e s c or e r at h er t h a n e a c h si n gl e it e m.
R es ults at W e e k 3 6 a n d 4 5 w e e ks will als o b e r e p ort e d if t h er e is d at a fr o m e n o u g h s u bj e cts at t h es e 
ti m e p oi nts.

S c o ri n g Al g o rit h m:

E Q -5 D S c ori n g: E Q -5 D utilit y  s c or e s h o ul d b e c al c ul at e d b as e d o n t h e E ur o p e a n al g orit h m [4 ]. T h e 
fi v e h e alt h st at e di m e nsi o ns i n t his i nstr u m e nt i n cl u d e t h e f oll o wi n g: m o bilit y , s elf-c ar e, us u al 
a cti viti es, p ai n/ dis c o mf ort, a n d a n xi et y / d e pr essi o n. E a c h di m e nsi o n is r at e d o n a t hr e e-p oi nt s c al e 
fr o m 1 ( extr e m e pr o bl e m) t o 3 ( n o pr o bl e m). T h e e E Q -5 D als o i n cl u d es a gr a d e d ( 0 t o 1 0 0) v erti c al 
vis u al a n al o g s c al e o n w hi c h t h e s u bj e ct r at es his or h er g e n er al st at e of h e alt h at t h e ti m e of t h e 
ass ess m e nt.

F A C T -P S c ori n g:  F A C T -P ( v ersi o n 4. 0, A p p e n di x 5. 1 ) c o nsists of F A C T -G ( g e n er al) w hi c h 
c o nt ai ns a 2 7 -it e m s elf-r e p ort q u esti o n n air e m e as uri n g g e n er al H R Q o L i n f o ur d o m ai ns ( p hys i c al, 
s o ci al, e m oti o n al, a n d f u n cti o n al w ell -b ei n g) a n d 1 2 pr ost at e c a n c er -s p e cifi c it e ms. F A C T -P s c or e 
will b e c al c ul at e d b as e d o n t h e M a n u al of t h e F u n cti o n al Ass ess m e nt of C hr o ni c Ill n ess T h er a p y 
( F A CI T) M e as ur e m e nt S y st e m, v ersi o n 4. 0 ( N o v e m b er 1 9 9 7) [1 ] a n d M e as uri n g q u alit y  of lif e i n 
m e n wit h pr ost at e c a n c er usi n g t h e f u n cti o n al ass ess m e n ts of c a n c er t h er a p y pr ost at e i nstr u m e nt [5 ].

 

 0 5 2 C T 50 8 4 W B C



M K -3 4 7 5 P A G E 1 6 P R O T O C O L N O. 1 9 9 - 0 5
S u p pl e m e nt al S A P    2 5 S E P 2 0 1 8 – A M E N D M E N T # 2

T h e s c h e d ul e f o r P R O d at a c oll e cti o n:

T a bl e 5 pr o vi d es t h e s c h e d ul e f or P R O d at a c oll e cti o n

T a bl e 5 P R O D at a C oll e cti o n S c h e d ul e 

T ri al P e ri o d:
T r e at m e nt C y cl es a

E n d of 
T r e at m e nt

P ost -
T r e at m e

nt
Tr e at m e nt 
C y cl e/ Titl e :

1 2 3 4 7 1 0 1 3 1 6 1 9
Dis c o n ti n u

ati o n
S af et y 

F oll o w -u p

W e e k 0 3 6 9 1 8 2 7 3 6 4 5 5 4 X  X

E ur o Q ol E Q -5 D ; 
F A C T - Pb X  X  X  X  X  X  X  X  X  X  X

a: E a c h c y cl e is 3 w e e ks 

b: El e ctr o ni c p ati e nt r e p ort e d o ut c o m es ( e P R Os) s h o ul d i d e all y b e a d mi nist er e d pri or t o all st u d y pr o c e d ur es ( E Q 5 D 
first, f oll o we d b y  F A C T-P). All e P R Os ar e t o b e a d mi nist er e d pr e -i nf usi o n at C y cl es 1, 2, 3, a n d 4 a n d e v er y 3 c y cl e s 
t h er e aft er ( C y cl e 7, 1 0, 1 3, 1 6, a n d 1 9), at tr e at m e nt dis c o nti n u ati o n, a n d a g ai n 3 0 d a ys aft er l ast d os e of tri al tr e at m e nt.   
If t h e s u bj e ct d o es n ot c o m pl et e t h e e P R Os at a s c h e d ul e d ti m e p oi nt, t h e MI S S _ M O D E f or m m ust b e c o m pl et e d t o 
c a pt ur e t h e r e as o n t h e ass ess m e nt w as n ot p erf or m e d.

T h e g e n er al r ul e of m a p pi n g r el ati v e d a y  t o a n al ysis visit is pr o vi d e d i n T a bl e 6 . 

T a bl e 6 M a p pi n g R e l ati v e D a y t o A n alys is Visit 

W e e k 0 3 6 9 1 8 2 7 3 6 4 5 5 4
T ar g et 
D a y

1 2 1 4 2 6 3 1 2 6 1 8 9 2 5 2 3 1 5 3 7 8

R a n g e < = 1 2- 3 1 3 2 -5 2 5 3 -9 4 9 5 -1 5 7 1 5 8 -2 2 0 2 2 1 -2 8 3 2 8 4 -3 4 6 3 4 7 -

At e a c h s c h e d ul e d visit, F A C T -P a n d E Q - 5 D will b e c oll e ct e d. If t h er e ar e m ulti pl e P R O c oll e cti o ns
wit hi n a n y  of t h e st at e d ti m e wi n d o ws, t h e cl os est c oll e cti o n to t h e t ar g et d a y will b e us e d. 

3. 1 3. 1 A n al ysis P o p ul ati o ns 

T h e pri m ar y  a n alys is a p pr o a c h f or t h e pr e-s p e cifi e d e x pl or at or y P R O e n d p oi nts will b e b as e d o n a 
q u alit y  of lif e r el at e d f ull a n alys is s et ( F A S) p o p ul ati o n. T his p o p ul ati o n c o nsists of all all o c at e d 
s ubj e cts w h o h a v e r e c ei v e d at l e ast o n e d os e of st u d y  m e di c ati o n, a n d h a v e c o m pl et e d at l e ast o n e 
P R O ass ess m e nt.

3. 1 3. 2 St atisti c al M et h o ds

D es cri pti v e st atisti cs ( m e a n a n d 9 5 % CI) of c h a n g e fr o m b as eli n e will b e pr es e nt e d f or E Q -5 D V A S 
s c or e, F A C T -P pr ost at e c a n c er s u bs c al e s c or e, a n d F A C T -P t ot al s c or e o n o bs er v e d d at a al o n e a n d 
usi n g c L D A( c o nstr ai n e d l o n git u di n al d at a a n al y sis) m o d el.

T h e c L D A m o d el is s p e cifi e d as f oll o ws: 

� ( � � � ) = � � + � � � , � = 1, 2, …, � = , 0, 1, 2, …,	
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w h er e � � � is t h e P R O s c or e f or s u bj e ct i, at visit t, � � is t h e b as eli n e m e a n, � is t h e r es p o ns e eff e ct a n d 
� � is t h e st at us at visit t. 

S u m m ar y st atisti cs ( m e a n a n d S E) f or F A C T- P t ot al s c or es b y s c h e d ul e d visit will b e pl ott e d.   

3. 1 3. 2. 1 A n al ysis of t h e P r o p o rti o ns of D et e ri o r ati o n/ St a bl e/I m p r o v e m e nt

Pr e d et er mi n e d mi ni m all y  im p ort a nt diff er e n c e ( MID) is us e d t o cl assif y F A C T -P P R O s c or e as 
“ i m pr o v e d” (i n cr e as e fr o m b as eli n e ≥ MI D), “ st a bl e” , or “ d et eri or at e d ” ( d e cr e as e fr o m b as eli n e ≥
MI D) fr o m b as eli n e a s t his m a g ni t u d e of c h a n g e is p er c ei v e d b y  pati e nts as b ei n g cli ni c all y 
si g nifi c a nt [ 2 ]. D et ails ar e pr o vi d e d i n A p p e n di x 5. 3 . 

T h e n u m b er a n d pr o p orti o n of p ati e nts w h o “ i m pr o v e d” , “ st a bl e” , or “ d et eri or at e d ” fr o m b as eli n e 
will b e s u m m ari z e d .

3. 1 3. 3 C o m pli a n c e S u m m a r y

C o m pl eti o n a n d c o m pli a n c e F A C T -P a n d E Q -5 D b y  visit a n d b y  Co h ort will b e d es cri b e d b as e d o n 
P R O F A S p o p ul ati o n. N u m b ers a n d p er c e nt a g es of c o m pl et e a n d missi n g d at a at e a c h visit will b e 
s u m m ari z e d.

C o m pl eti o n r at e i n t h e F A S p o p ul ati o n is d efi n e d as t h e p er c e nt a g e of n u m b er of s u bj e cts w h o 
c o m pl et e at l e ast o n e it e m o v er t h e n u m b er of s u bj e cts i n t h e F A S p o p ul ati o n at e a c h ti m e p oi nts.

� � � �� � �� � � 	� � � � =
� � � � � � 	� � 	� � �� � � � � 	� ℎ �	 � � � �� � � � 	� � 	� � � � �	� � � 	� � � �

� � � � � � 	� � 	��� � � � � � � 	� � �� � � � �

T h e c o m pl eti o n r at e is e x p e ct e d t o s hri n k i n t h e l at er visit d uri n g st u d y peri o d d u e t o t h e s u bj e cts 
w h o dis c o nti n u e d e arl y. T h er ef or e, a n ot h er m e as ur e m e nt, C o m pli a n c e R at e, d efi n e d as t h e 
p er c e nt a g e of o b s er v e d vi sit o v er n u m b er of eli gi bl e s u bj e ct s w h o ar e e x p e ct e d t o c o m pl et e t h e P R O 
ass ess m e nt ( n ot i n cl u di n g t h e s u bj e cts missi n g b y  desi g n (s u c h as d e at h, dis c o nti n u ati o n, tr a nsl ati o n 
n ot a v ail a bl e) will b e e m pl o y e d as t h e s u p p ort f or c o m pl eti o n r at e.

� � � ��� � � � � 	� � � � =
� � � � � � 	� � 	� � �� � � � � 	 � ℎ �	� � � �� � � � 	� � 	� � � � �	� � � 	� � � �

� � � � � � 	� � 	��� �� �� � 	� � �� � � � � 	 � ℎ �	� � � 	� � � � � � � � 	� � 	� � � �� � � �

R e as o n f or n o n - c o m pl eti o n will b e su m m ari z e d. 
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1. C ell a D: M a n u al of t h e F u n cti o n al Ass ess m e nt of C hr o ni c Ill n ess T h er a p y ( F A CI T) 
M e as ur e m e nt S y st e m. C e nt er o n O ut c o m es, R es e ar c h a n d E d u c ati o n ( C O R E), E v a nst o n 
N ort h w est er n H e alt h c ar e a n d N ort h w est er n U ni v ersit y , E v a nst o n I L, V ersio n 4 1 9 9 7

2. C ell a D, Ni c h ol M B, Et o n D, N els o n J B, M ul a ni P. Esti m ati n g cli ni c all y  m e a ni n gf ul c h a n g es 
f or t h e F u n cti o n al Ass ess m e nt of C a n c er T h er a p y – Pr ost at e: r es ults fr o m a cli ni c al tri al of 
p ati e nts wit h m et ast ati c h or m o n e -r efr a ct or y pr ost at e c a n c er. V al u e H e alt h 2 0 0 9; 1 2( 1): 1 2 4 – 9.

3. Cl o p p er, C.; P e ars o n, E. S. " T h e us e of c o nfi d e n c e or fi d u ci al li mits ill ustr at e d i n t h e c as e of 
t h e bi n o mi al ". Bi o m etri k a 1 9 3 4; 2 6: 4 0 4 – 4 1 3

4. E Q - 5 D-3 L  Us er G ui d e, O ct 2 0 1 3.

5. Es p er P, M o F, C h o d a k G, et al . M e as uri n g q u alit y  of lif e i n m e n wit h pr ost at e c a n c er u si n g 
t h e f u n cti o n al ass ess m e nts of c a n c er t h er a p y prost at e i nstr u m e nt. Ur ol o g y . 1 9 9 7; 5 0 ( 6) : 9 2 0-
8
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5 A P P E N DI C E S

5. 1 F A C T -P ( v e rsi o n 4) *

F A C T -P ( v er s i on 4) - p a g e 1

B e l o w is a li st of st at e me n t s t hat  ot her p e o p l e wi t h yo u r ill ne s s h a v e s ai d ar e i mp o rt ant . Pl e a s e ci r cl e 
o r m a r k  o ne n u m b e r p e r li ne t o i ndi c a t e y o u r  r e s po n s e as  it a p pl i es t o t he p as t 7 d a ys .

P H Y S I C A L W E L L- B E I N G
N ot 
at al l

A littl e  
bit

S o m e -
w h at

Q u it e
a bit

V e r y 
m u c h

G P 1 I ha ve a la c k of  ene r gy ................................................................0 1 2 3 4

G P 2 I ha ve na us e a ..................................................................................0 1 2 3 4

G P 3 B e c a us e of  my p h ys ical co n di tio n , I ha ve tr o ubl e 
me etin g  the  ne e ds of  my fami l y......................................................0 1 2 3 4

G P 4 I ha ve p ai n ......................................................................................0 1 2 3 4

G P 5 I a m bot h er e d b y  si de effect s of  tr e atme nt ................................0 1 2 3 4

G P 6 I fe el ill............................................................................................0 1 2 3 4

G P 7 I a m for c e d t o s p e nd time  in b e d ...................................................0 1 2 3 4

S O C I A L/ F A M I L Y W E L L -B E I N G N ot 
at al l

A littl e  
bit

S o m e -
w h at

Q u it e
a bit

V e r y 
m u c h

G S 1 I fe el cl os e t o my frien d s ................................................................0 1 2 3 4

G S 2 I get e moti o n al su p p ort  fr o m my famil y ................................ 0 1 2 3 4

G S 3 I get s up p ort fro m  my frien d s .........................................................0 1 2 3 4

G S 4 M y  fa mil y has a c c e pt e d m y ill nes s.................................................0 1 2 3 4

G S 5 I a m sat isfied wi t h fa mily c o mm u ni c a tio n  ab o u t m y 
ill ne s s ..............................................................................................0 1 2 3 4

G S 6 I fe el cl os e t o my p art n er ( or t he p ers o n  wh o  is m y  main 
s up p ort) ..........................................................................................0 1 2 3 4

Q 1 R e g a r dl e ss of  yo u r c u r r ent  le v el  of se x u al  act i vit y, pl e a se  
a n s w e r t he f oll owi n g  qu e sti on.  If y o u p r ef er  not  to a n s w er it, 
pl e a s e m a r k t his b o x            a n d g o t o th e  ne x t s e cti on.

G S 7 I a m sat isfied wi t h my s e x life........................................................0 1 2 3 4
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*: fr o m w w w.f a cit. or g

F A C T -P ( v er si on 4) - p a g e  2

Pl e a s e ci r cl e o r m a r k o n e n u m b e r p e r li ne t o i ndi c a t e y o u r  r e s po n s e as  it a p pl i es t o t he p as t 7 
d a ys .

E M O T I O N A L W E L L -B E I N G N o t 
at all

A littl e  
bit

S o m e -
w h at

Q u it e
a bit

Ve r y 
m u c h

G E 1 I fe el sa d .........................................................................................0 1 2 3 4

G E 2 I a m satisfied wi t h ho w  I am c o pin g wi t h my ill nes s .....................0 1 2 3 4

G E 3 I a m losi n g h o p e i n the  fi ght  aga i nst m y  illne ss..............................0 1 2 3 4

G E 4 I fe el ner v o us ..................................................................................0 1 2 3 4

G E 5 I worr y  ab o u t d y i n g................................................................ 0 1 2 3 4

G E 6 I worr y  tha t m y c o ndi tio n  will ge t w o rs e................................ 0 1 2 3 4

F U N C T I O N A L W E L L -B E I N G N ot  
at all

A littl e  
bit

S o m e -
w h at

Q u it e
a bit

Ve r y 
m u c h

G F 1 I a m abl e t o wor k (inc l ud e w o r k at  ho m e) ................................0 1 2 3 4

G F 2 M y  wor k (inc l ud e  wor k at  ho m e)  is f ulfillin g ................................0 1 2 3 4

G F 3 I a m abl e t o e nj oy life ................................................................0 1 2 3 4

G F 4 I ha ve a c c e pt e d m y ill ness ..............................................................0 1 2 3 4

G F 5 I a m slee pin g w el l...........................................................................0 1 2 3 4

G F 6 I a m enj o y i ng t he t hi ngs I us uall y do f or  fu n ................................0 1 2 3 4

G F 7 I a m co n t e nt wi t h the  qua lity of  my life ri g ht no w ........................0 1 2 3 4
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F A C T -P ( v er si on 4) - p a g e  3

Pl e a s e ci r cl e o r m a r k o n e n u m b e r p e r li ne t o i ndi c a t e y o u r  r e s po n s e as  it a p pl i es t o t he p as t 7 
d a ys .

A D D I T I O N A L C O N C E R N S N ot  at 
al l

A littl e  
bit

S o m e -
w h at

Q u it e
a bit

Ve r y 
m u c h

C 2 I a m losi n g w e i ght ................................................................ 0 1 2 3 4

C 6 I ha ve  a go o d a p p et ite ................................ ........................... 0 1 2 3 4

P 1 I ha ve  ac hes a nd p ai ns  tha t b ot he r me .................................. 0 1 2 3 4

P 2 I ha ve  cer t ai n par ts of  my b o d y  whe r e I e xp er ienc e p ai n ..... 0 1 2 3 4

P 3 M y  pain k e e ps m e fro m  doi n g t hi ngs I wa nt t o d o............... 0 1 2 3 4

P 4 I a m sat isfied wi t h my pr es e n t c o mf ort leve l........................ 0 1 2 3 4

P 5 I a m abl e t o fe el li ke a ma n ................................................... 0 1 2 3 4

P 6 I ha ve  tr ou b le mo v i ng m y  bo w els ......................................... 0 1 2 3 4

P 7 I ha ve  difficul t y urina tin g ...................................................... 0 1 2 3 4

B L 2 I ur i nat e m o r e fre q ue ntl y tha n us ua l...................................... 0 1 2 3 4

P 8 M y  pr obl e ms wi t h urina tin g  li mit my a ctivi tie s .................... 0 1 2 3 4

B L 5 I a m a ble t o ha ve a nd ma i ntai n a n er e ctio n ........................... 0 1 2 3 4
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5. 2 F A C T - P S c o ri n g G ui d eli n es

F A C T -P S c o r i ng G u i del i ne s ( Ver sio n 4) – P a g e 1

I nst r uct i on s : * 1.  Re c or d a n s w e rs  i n "ite m re s p o n s e "  col u m n.  If mi s sin g,  mar k wit h a n X
   2.  Per f or m re v er s a ls as i ndi c at e d,  an d s u m i ndi vi d u al  it e ms t o o bt ai n a s c or e.

3.  M ultipl y t h e s u m of  th e ite m sc or e s b y t h e n u m b er  of ite ms in t h e s u b s c al e,  th e n di vi d e b y t h e  
    n u m b er  of ite ms a n s w e r ed.   T his pro d u c e s  th e s u b s c al e s c or e.
4.  A d d s u b s c al e s c or e s  to d er i ve t ot al sc or e s  (T O I, F A C T -G & F A C T -P). 
5.  T h e hi g h e r t h e s co r e,  th e be tt er t h e Q O L .

S u bs c a l e Ite m Co d e     R e ve r s e ite m?        Ite m re s p o ns e         Ite m Sc o r e

P H Y S I CA L G P 1 4 - _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
W E L L -B E I N G G P 2 4 - _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
   ( P W B) G P 3 4 - _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
      G P 4 4 - _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
      G P 5 4 - _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
      G P 6 4 - _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
      G P 7 4 - _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _

              S u m i ndi vi d u al it e m s c o r es: _ _ _ _ _ _ _ _  
                      M u lti pl y b y 7: _ _ _ _ _ _ _ _

             Di vi d e b y n u m b e r of  it e ms ans w e r e d: _ _ _ _ _ _ _ _ = P W B  su b s c al e s c o r e

S O CI A L/ F A MI L Y G S 1 0 + _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
W E L L -B E I N G G S 2 0 + _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
    ( SW B ) G S 3 0 + _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
      G S 4 0 + _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
      G S 5 0 + _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
   G S 6 0 + _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
      G S 7 0 + _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _

             S u m i ndi vi d u al it e m s c o r es: _ _ _ _ _ _ _ _  
                     M u lti pl y b y 7: _ _ _ _ _ _ _ _

            Di vi d e b y n u m b e r of  it e ms a ns w e r e d: _ _ _ _ _ _ _ _ = S W B s ubs c a l e sc o r e

E M O T I O N A L G E 1 4 - _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
W E L L -B E I N G G E 2 0 + _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
    ( EW B) G E 3 4 - _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
      G E 4 4 - _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
     G E 5 4 - _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _

G E 6 4 - _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _

             S u m i ndi vi d u al it e m s c o r es: _ _ _ _ _ _ _ _  
                     M u lti pl y b y 6: _ _ _ _ _ _ _ _

            Di vi d e b y n u m b e r of  it e ms a ns w e r e d: _ _ _ _ _ _ _ _ = E W B s ubs c a l e s co r e

F U N C T I O N A L   G F 1 0 + _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
W E L L -B E I N G G F 2 0 + _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
     ( FW B ) G F 3 0 + _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
      G F 4 0 + _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
      G F 5 0 + _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
      G F 6 0 + _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
      G F 7 0 + _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _

             S u m i ndi vi d u al it e m s c o r es: _ _ _ _ _ _ _ _  
                     M u lti pl y b y 7: _ _ _ _ _ _ _ _

            Di vi d e b y n u m b e r of  it e ms a ns w e r e d: _ _ _ _ _ _ _ _ = F W B s ubs c a l e sc o r e

S c o r e r a n g e:  0- 2 8

S c o r e r a n g e:  0- 2 8

S c o r e r a n g e:  0- 2 4

S c o r e r a n g e:  0- 2 8
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* F or g ui d eli n es o n h a n dli n g missi n g d at a a n d s c ori n g o pti o n s, pl e a s e r ef er t o t h e A d mi nistr ati o n a n d S c ori n g G ui d eli n e s 
i n t h e m a n u al or o n-li n e at w w w.f a cit. or g.

F A C T -P S c o r i ng G u i deli n e s ( Ver sio n 4) – P a g e  2

S u bs c a l e          Ite m  Co d e        R e ve r s e ite m?             Ite m re s p o ns e         Ite m Sc o r e

P R O S T A T E C 2 4 - _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
C A N C E R C 6 0 + _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
S U B S C A L E P 1 4 - _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
    ( P C S) P 2 4 - _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _

P 3 4 - _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
P 4 0 + _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
P 5 0 + _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
P 6 4 - _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
P 7 4 - _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
B L 2 4 - _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
P 8 4 - _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
B L 5 0 + _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _

              S u m i ndi vi d u al it e m s c or e s:_ _ _ _ _ _ _ _  
                   M u lti pl y b y 1 2: _ _ _ _ _ _ _ _

            Di vi d e b y  n u m be r of  it ems a ns w e r e d: _ _ _ _ _ _ _ _ = P C  Su b s c al e s c o r e

T o de ri ve a F A C T -P T r i al O ut c o m e I nde x ( T OI):

  _ _ _ _ _ _ _ _ _ _  +_ _ _ _ _ _ _ _ _ _  + _ _ _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _ = F A C T -P T O I
  (P W B s c or e)    (F W B s c or e)    (P C S s c or e)   

T o D e ri ve  a FA C T -G t ot al sc o r e:

        _ _ _ _ _ _ _ _ _ _  + _ _ _ _ _ _ _ _ _ _  + _ _ _ _ _ _ _ _ _ _ + _ _ _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _ = F A C T -G T ot al  sc o r e
        (P W B s c or e)     (S W B s c or e)    (E W B s c or e)   (F W B s c or e)

T o D e ri ve  a FA C T -P t ot al sc o r e:

              _ _ _ _ _ _ _ _ _ + _ _ _ _ _ _ _ _ _ _ + _ _ _ _ _ _ _ _ _ _ + _ _ _ _ _ _ _ _ _ _  + _ _ _ _ _ _ _ _ _ _  =_ _ _ _ _ _ _ _ = F A C T -P T ot al  sc o r e
                            (P W B s c or e)   (S W B s c or e)    (E W B s c or e)   (F W B s c or e)    (P C S s c or e)

S c o r e r a n g e:  0- 1 0 4

S c o r e r a n g e:  0- 1 0 8

S c o r e r a n g e:  0- 1 5 6

S c o r e r a n g e:  0- 4 8
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5. 3 F A C T -P S c o r e C at e g o r y

N o. of 
It e ms

P ossi bl e 
S c or e 
R a n g e

Est a blis h e d 
MI D a

R a n g e

MI D us e d 
i n t hi s 
st u d y

F A C T - P T ot al S c or e 3 9 0- 1 5 6 6- 1 0 1 0

P h y si c al w ell-b ei n g 7 0- 2 8 2- 3 3

S o ci al/f a mil y w ell -
b ei n g

7 0- 2 8 2- 3 3

E m oti o n al w ell -
b ei n g

6 0- 2 4 2- 3 3

F u n cti o n al w ell -
b ei n g

7 0- 2 8 2- 3 3

F A C T -G s c al e 2 7 1- 1 0 8 5- 9 9

Pr ost at e c a n c er 
s u bs c al e

1 2 0- 4 8 2- 3 3

a: MI D: mi ni m u m i m p ort a nt diff er e n c e

 

 0 5 2 C T 50 8 4 W B C


	SAP Title Page
	MK-3475-199-05-ssap-amend_final redaction
	Table of Contents
	Listing of Tables
	1 INTRODUCTION
	2 SUMMARY OF CHANGES
	3 ANALYTICAL AND METHODOLOGICAL DETAILS
	3.1 Statistical Analysis Plan Summary
	3.2 Responsibility for Analyses/In-House Blinding
	3.3 Hypotheses/Estimation
	3.4 Analysis Endpoints
	3.4.1 Efficacy/Immunogenicity/Pharmacokinetics Endpoints
	3.4.2 Safety Endpoints

	3.5 Analysis Populations
	3.5.1 Efficacy Analysis Populations
	3.5.2 Safety Analysis Populations
	3.5.3 Biomarker Discovery Population

	3.6 Statistical Methods
	3.6.1 Statistical Methods for Efficacy Analyses
	Table 1 Censoring Rules for DOR
	Table 2 Censoring Rules for Analyses of rPFS
	Table 3 Analysis Strategy for Key Efficacy Variables

	3.6.2 Statistical Methods for Safety Analyses
	3.6.3 Statistical Methods for Biomarker
	3.6.4 Summaries of Baseline Characteristics, Demographics, and Other Analyses

	3.7 Interim Analyses
	3.8 Multiplicity
	3.9 Sample Size and Power Calculations
	Table 4 Confidence Intervals for Different Observed Response Rates and Sample Size

	3.10 Subgroup Analyses and Effect of Baseline Factors
	3.11 Compliance (Medication Adherence)
	3.12 Extent of Exposure
	3.13 Statistical considerations for Patient-Reported Outcomes (PRO)
	Table 5 PRO Data Collection Schedule
	Table 6 Mapping Relative Day to Analysis Visit
	3.13.1 Analysis Populations
	3.13.2 Statistical Methods
	3.13.2.1 Analysis of the Proportions of Deterioration/Stable/Improvement

	3.13.3 Compliance Summary


	4 REFERENCES
	5 APPENDICES
	5.1 FACT-P (version 4)*
	5.2 FACT-P Scoring Guidelines
	5.3 FACT-P Score Category



